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or aaa^L-x , include phosphate butter, dilch , formalin and benzyl 

alvcols. Preferred controlled release rox imal . suitable controlled release 

malices capsules, microcapsules, ^ cr °P ar ^f^; n ^ ma l delivery systems. Other 
diffusion devices, liposomes liP°«g^ - d e ^f^^ lude liqu ids that upon 
controlled release vehicles ° f c \ gel in situ. Preferred controlled 

^nHliftration to an animal « °™ a *° e 1 bioe rodible) . 
release vehicles are biodegradable u. 

controlled _adr4i^ration of the P^ive-gul atory P ^ function can be 

the art, severll of which «? herein disclosed (e^g^ cytQtoxicity are well 
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in a flow cytometer. 

nailed Description Text (60) : compr ises administering to a * animal, a 
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non-small cell lung carcinoma comprising overexpressed epidermal growth factor (EGF) 
receS^ors (i e . hiving more EGF receptors than the number normally found on non-cancer 
WceUs 'abreast cancer cell comprising overexpressed EGF receptors (i.e., having 
morl EGF receptors than the nurrber normally found on mammary cells), a breast cancer 
cell comprising overexpressed Neu receptors (i.e., having more Neu receptors than the 
number normally found on mammary cells), a cancer cell comprising an overexpressed 
Sowth facTor receptor of an established autocrine loop (i.e., haying more growth 
factor receptors than the number normally found on non-cancer cells) or a cancer cell 
comprising an overexpressed growth factor receptor of an established paracrine loop 
comprising an p 3 ^ ^ ^ ^ normally found on non - cance r 



cells) . 



Till Itty o rthfra^eutrf compisitions can be used to perform the regulation method of 
^he present invention. Such therapeutic compositions include those compounds described 
in detail herein, in particular, compounds identified using a method of the present 
invention. A therapeutic composition of the present invention can be formulated in an 
excipient that the animal to be treated can tolerate. Examples of such excipients 
include those described in detail above. In order to regulate the formation of actin 
polymerization, stress fibers and/or the assembly of focal adhesions in a cell, a 
therapeutic composition of the present invention can be administered in yivo U-e., "i 
an animal) or ex vivo (i.e., outside of an animal, such as in tissue culture), in an 
effective manner such that the composition is capable of regulating actin 
polymerization, stress fiber formation and/or focal adhesion assembly. 

Detailed Descri ption Text (62): ^.-.i„„ i„ 

An effective administrati on protocol (i.e., administering a therapeutic composition m 
an effective manner) comprises suitable dose parameters and modes of administration 
that result in prevention or treatment of a disease. Effective dose parameters and 
modes of admi nistration can be determined using methods standard in the art for a 
particular disease. Such methods include, for example, determination of survival rates, 
side effects (i.e., toxicity) and progression or regression of disease. For example, 
the effectiveness of dose parameters and modes of administration of a therapeutic 
composition of the present invention can be determined by assessing response rates. 
Such response rates refer to the percentage of treated patients in a population of 
patients that respond with either partial or complete remission. 

Detailed Description Text (63) : t-v^ i = 

In accordance with the pr esent invention, a suitable single dose size is a dose that is 
capable of preventing or treating an animal with a disease when administered one or 
more times over a suitable time period. Doses can vary depending upon the disease being 
treated. For example, in the treatment of cancer, a suitable single dose can be 
dependent upon whether the cancer being treated is a primary tumor or a metastatic form 
of cancer. 

Detailed Desc ription Text (64) : . . 

It will be obvious to one of skill in the art that the number of doses administered to 
an animal is dependent upon the extent of the disease and the response of an individual 
patient to the Leatment' For example, in the case of cancer, a large tumor may require 
more doses than a smaller tumor. In some cases, however, a patient having a large tumor 
may require fewer doses than a patient with a smaller tumor, if the patient with the 
large tumor responds more favorably to the therapeutic composition than the patient 
with the smaller tumor. Thus, it is within the scope of the present invention that a 
suitable number of doses, as well as the time periods between administration, includes 
any number required to cause regression of a disease. 

Detailed Descript ion Text (65): ,^„„ ^_ 

Therapeutic compositions can be administered directly to a cell in vivo or ex vivo or 
svstemically. Preferred methods of systemic administration, include intravenous 
injection, aerosol, oral and percutaneous (topical) delivery. Intravenous inactions 
can be performed using methods standard in the art. Aerosol delivery can also be 
performed using methods standard in the art (see, for example, Stribling et al Proc. 
Natl Acad Sci USA 189:11277-11281, 1992, which is incorporated herein by reference 
in its entirety) . Oral delivery can be performed by complexing a therapeutic 
composition of the present invention to a carrier capable of withstanding degradation 
by digestive enzymes in the gut of an animal. Examples of such carriers include 
plastic capsules or tablets, such as those known in the art. Topical delivery can be 
performed by mixing a therapeutic composition of the present invention with a 
lipophilic reagent (e.g., DMSO) that is capable of passing into the skin. 
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Detailed Description Text (79): 

Two-to-three hr post -nuclear injection, cells were fixed in 3-s paraformaldehyde for 10 
min Cells were rinsed in phosphate buffered saline and permeabilized using 0.2% Triton 
X-100 for 5 min. The fixed and permeabilized cells were then incubated with DMEM/5%, 
BCS/5% NCS for 15 min. Expression of microinj ected expression plasmid was confirmed by 
immunostaining permeabilized cells for the presence of . beta . -galactosidase protein 
using the method described above. Stress fiber formation in injected cells was detected 
by incubating the permeabilized cells in about 0.2 units/milliliter of 
Rhodamine-phalloidin (Molecular Probes, Eugene, Oreg.) for about 30 minutes at 
24. degree. C. Focal adhesion assembly in injected cells was detected by immunostaining 
permeabilized cells with a mouse monoclonal anti -vinculin antibody (Sigma, St. Louis, 
Mo.) and a secondary FITC-conjugated sheep anti-mouse (Cappel) antibody using methods 
standard in the art. Focal adhesion assembly is represented by the localization of 
vinculin staining at the leading edge of cells. When cells were stained for vinculin a 
rhodamine-conjugated goat anti-rabbit antibody (Cappel) was used for detection of 
.beta. -galactosidase. Coverslips were mounted on slides and examined with a Nikon 
Diaphot TMD microscope with eipf luorescence . Images of cells were captured using the 
IPLAB Spectrum digital image analysis program (Signal Analytics Co., Vienna, Va.) . All 
experiments were done at least 3-4 times with similar results. 

CLAIMS : 

40. A method to treat an animal with a disease selected from the group consisting of 
cancer, respiratory distress syndrome, inflammatory bowel disease, Parkinson's disease, 
Alzheimer's disease and restenosis, said method comprising administering to an animal 
an effective amount of a therapeutic composition comprising a compound that regulates a 
biological function selected from the group consisting of actin polymerization, stress 
fiber formation or focal adhesion assembly, said compound being capable of penetrating 
the plasma membrane of a cell in said animal and of inhibiting the ability of a G 
protein selected from the group consisting of G. sub. 12 and G. sub. 13 to regulate Rho 
protein activity in said cell. 
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Detailed Description Text (43) : 

Such amounts will depend, of course, on the particular condition being treated, the 
severity of the condition, the individual patient parameters including age, physical 
condition, size and weight, the duration of the treatment, the nature of concurrent 
therapy (if any) , the specific route of administration and like factors within the 
knowledge and expertise of the health practitioner. Lower doses will result from 
certain forms of administration, such as intravenous administration. In the event that 
a response in a subject is insufficient at the initial doses applied, higher doses (or 
effectively higher doses by a different, more localized delivery route) may be employed 
to the extent that patient tolerance permits. Multiple doses per day are contemplated 
to achieve appropriate systemic levels of compounds. It is preferred generally that a 
maximum dose be used, that is, the highest safe dose according to sound medical 
judgment. It will be understood by those of ordinary skill in the art, however, that a 
patient may insist upon a lower dose or tolerable dose for medical reasons, 
psychological reasons or for virtually any other reasons. 
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